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This listing of claims will replace all prior versions, and listings, of claims in the 

application: 

Listing of Claims : 



Claims 1 - 60 (Cancelled) 

Claim 61 (Currently Amended) A method of inhibiting the cleavage of TNF-a from cell 
membranes in a human comprising administering to such human an effective amount of a 
hydroxamic acid compound, or a pharmaceuticallv acceptable salt thereof, selected from 
the group consisting of: 

f 2R. 3 S V 1 -f4-benzy1 ox v-benzenesulfonvlV3"methyl-piperazine-2-carboxvlic acid 
hydroxyamide: 

3SV3-methvl-l-r4-< f 2-methvl'benzvloxvVbenzenesulfonyl1"piperazine-2- 

carboxvlic acid hvdroxvamide: 
(2R. 3SV4-acetv]-3-methvl-l-|'4-< f 2-methvl"ben2vloxv)-benzenesulfonvl1- 

piperazine-2-carboxvlic acid hvdroxvamide; 
f2SJR,6SV4-f4-f2,5^imethvl-ben2vloxvVbenzenesulfonvl1-2.6-dimethvl- 

morpholine-3-carboxvlic acid hvdroxvamide; 
f2SJR,6RV4-r4-f4-fluoro-ben2vloxv)-benzenesulfonvl1-6-hvdroxvmethvl-2- 

methvI-morpholine-3-carboxvlic acid hvdroxvamide: and 
f2S,3R^6R)-4-r4^4-fIuoro-ben^Ioxv)-benzenesulfonvl]-6-hvdroxvmethvl-2'' 

methvl-moTpholine-3-carboxvlic acid hydroxyamide: 
comprising the formula: 



/ 




SQ2 



or the pharmaoefutioally acceptable salt th e r e of, wher e in 
■ X - is - oxygon, aulfur -s- SQ r SQ^ or NR ? f 
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&j^ 7 &* 7 & 4 T &-aa&& 6 'va: * s e l e ct e d from the g r oup condsta *g-ei 
hydrogen, hydrox y, MI^ -GNrtG^d alkyl, (C» G § )alk c nyi, ( C 6 - 
€^)afy^-G 6 )al1c o nyi 3 (CA ^)het e roatyK ^€6 )^tmyl> (C 2 -€ 6 )aa£y^ 
(G^Gt^»yH6arC dall£yny1, (Cr€g ) hotaropryl(G arGt )ancynyl > (C y 
G $)a l kylamino, [(C^ €&aftyl^^ (a -G*)afee*yr 
p c rfluor o( C4 .-€6 )a]M> p o rHuoroCC^ejalkoxy , (Ce ^kd&lfkl&r 
€ s»)hotaroaryl, (C^ GM jcnylamino, (G fGu flnTylthio, (C c-G wjaiyloxy , (Ci 
C^hotoroarylamino, (C^jhotoroarylthio, (Q C rfhoteroaryloxy, (C^ - 
GG )cycloaIkyl^ ^6 )^cyl(liydrox>Tnothylenc) > piporidyl, (C ^ 
G ^alkylpiporidyl, (C^ -^aeyi^ ^Qoylamino , (C^ -G ajacylthioKC ^ 
G 6 )acyloxy, (CV G ^a l lcoxy (O0> , CO^HjN - (C-O) > (a -Gddkyl 
NH - (C-O) , and [(C^ frdkyl k N (C~0) ; ■ 

whoroin caid (Cv -G ejalkyl is optionally substitut e d byono or two groups 
Goloo t od from (C4 .-€ 6)aIIcy1thio > (G ^-G ^alkoxy, trifln e romothyl, halo, CN, 

G m)aryloxy , ( C^ C^hoteroaryloinino, (Ca -G^ ^oroarylthio, (Cg. - 
G g)hotQroaryloxy, (C6 ^ w )euyl(C 6 ^ ^)aryl, (C^ -G ^oycloalkyl r fa ydf^ey; 
piporaginyl, (C^^aryKCi -G sjalkoxy, (C^ C9)hotoroaryl(Ci -€6)a}ko^ 
<G,;-G 6)aoy1amino, (C4 --€ fr)acylthio r ^-C g)aoyloxy, (Ci ^ )alkyl^finyl, 
{GfirG+o jarybulfinyl, (C^jallcyloulfonyl, (C^^)aiylsulfony l, amino, 
(G4-G ft)alkylamino or ((Ct -G ^aUcyljjamifi frr 

-R?- i& hydrogen; (Ci -Gs jalkyl optionally subatitutod by on e or mor e- of 
hydroxy, CN, (CV^aUcylomino, (Cv -G ^alkylthio, (Ci -G^daBeexy? 
porfluoro(eV G 6 )alkyl (Q A o)ary1, (C fi -Gvo) arylthio y (C 6 -G w )aryloxy, (C A 
G g)h e t e roarytafl ft kio, (C^ -G ^yeloalkyl, (C| ,-G 6 )alIcyI(hydrox>TOCthyl e n e ) ? 
piperidyl, {G i-G ^alkylpiporidyl, (Ci -G sjacyl, (Ci -G$)ae y l amino, (CV 
G ^aoyloxy, (C r€» )olkoxy (00) , COJI, (CV G Oolkyl NH (C~Q) , and 
KG^-€ 6 )ally] A N (C-O) ; (C 6 -G^ )arylsu1fonyl; (C^)aUcylsulfonyl; (CV 
G 6 )alkyl NH (CM)) ; (C^)allcoxy (00) ; (C^alkyHC-O) - ; [(C+ - 
G 6 )alkyU N (C~0) ; or (R* R* N) (C~0) wher e R g and - R^ a r - o - tokon 
tog e th e r with th e nitrog e n that thoy aro attaohod to form a ring select e d 
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from azoridinyl, pyrrolidinyl, pip o ridinyl, morpholinyl an d thiomoiphonyl; 





with tho proviso that whon X is SO or SOa -aad-R^-aad-m-a r - e - a substitu e nt 

comprising a hctoroatom, tho hotcroatom cannot be bond e d4o th e ring; 

and with th e prew is o - that at least one of R* -R e - must b e (C^^elkyH 

and with tho provioo - that wh e n X is oxygon or sulfur and -R*-R 6 ore each hydrogen 
thon - R ^aad^R * oonnot both b o moth yl; 

that possesses an in vitro IC50 selectivity for TACE over MMP-1 of at least 100 
fold; wherein MMP-1 activity is determined by an MMP-1 in vitro assay 
and wherein TACE activity is determined by a human monocyte assay. 

Claims 62 - 83 (Cancelled) 



€ 6 )allc oj Ly(C +-€.i 
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